ficulties involved in obtaining specular microscopy (SM) images in very young patients. The gold-standard technique for SM is to acquire images with central fixation while the patient is alert and upright, enabling images of the same corneal region each time. We have modified this technique to capture SM images in children under general anesthesia (GA) who are positioned in the lateral decubitus position with centration of the eye in the display reticle. However, because the patient is not able to fixate on a target, it is not clear whether this acquisition technique is reproducible.
Methods | Children with normal anterior segments undergoing GA for various ophthalmic indications were recruited prospectively. Endothelial images were taken using a noncontact specular microscope (Konan Medical, Inc) modified by removal of the chin rest to allow use on horizontal patients. The study included 2 parts with 2 different cohorts. The first part, assessing intersession and intrasession variability, included acquiring 4 images (images 1A, 1B, 2, and 3) in the lateral decubitus position. Images 1A and 1B were taken in the same session and images 2 and 3 were taken after repositioning the patient's head, simulating 2 different sessions. The second part served to compare SM images of the same eye taken while awake in the upright position (fixating eye) and then in the lateral decubitus position under GA (nonfixating eye). Intraclass correlation and BlandAltman analysis with 95% limits of agreement were used to assess agreement between sessions. The study was approved by the Research Ethics Board of The Hospital for Sick Children, Toronto, Ontario, Canada. All patients' guardians provided written informed consent.
Results | Fifteen eyes of 15 patients and 16 eyes of 16 patients were recruited for the first and second parts of the study, respectively. The mean (SD) age was 5.7 (4.5) years (range, 1-14 years) for part 1 and 9.1 (3.4) years (range, 4.3-18 years) for part 2. Part 1 included 8 boys and 7 girls; part 2 included 12 boys and 4 girls. No difference in mean endothelial cell density (ECD) between the different sessions was identified (Table) . Mean percentage ECD differences were small and ranged from 2.6% (95% CI, 1.6%-3.8%) to 4.4% (95% CI, 3.0%-5.7%). Comparison of the technique using the nonfixating eye while the patient was under anesthesia vs the gold-standard acquisition technique using the same eye while fixating showed a mean (SD) ECD difference of 98. Copyright 2015 American Medical Association. All rights reserved.
differences in measurement and the mean measurement value of the 2 techniques with 95% limits of agreement are shown in the Figure. Discussion | Investigation of the corneal endothelium in children has been hampered by an inability to image this layer reliably. Because the endothelium is known to be affected by both cataract and glaucoma surgery, the ability to assess ECD in children is of great clinical relevance. Speedwell et al 4 described the use of a contact specular microscope in infants younger than 12 months for acquiring endothelial images in the lateral decubitus position. The equipment they used is no longer available and the technique was never validated against fixating eye measurements. To our knowledge, no further in vivo studies have been published on the infant endothelium. In a study by Benetz et al 5 for the Cornea Donor Study Group, the interobserver variance standard was set at a level below 5% for excellent-quality images. Our mean percentages of intersession and intrasession variability and our mean percentage of variability between the fixating and nonfixating imaging techniques were 4.4% or less. In addition, our intraclass correlation values reflected excellent agreement for all comparisons. Our calculated 95% limits of agreement for the different comparisons are lower than reported in the literature. 6 This study demonstrates that SM images of high quality obtained in children during GA are interchangeable with those taken while children are awake. This will allow prospective study of the endothelium in children over time and in response to disease and surgery. 
OBSERVATION Invasive Squamous Cell Carcinoma With Clear Cell Change of the Eyelid Arising in a Seborrheic Keratosis
Seborrheic keratoses (SKs) are common, often numerous lesions of older patients, having a characteristic greasy, stuck-on appearance. 1 They are often thought of as universally benign.
Development of a malignant tumor within an SK is indeed a rare event. 2 To our knowledge, this is the first report of an invasive squamous cell carcinoma (SCC) arising in an SK in the eyelid skin, a reminder that typical-appearing SKs can harbor a malignant neoplasm.
Report of a Case | A man in his mid-80s presented with a 4-year history of a left lower eyelid mass, noted by his wife to have recently grown and acquired a crust. On examination, a yellowish-brown, well-circumscribed papule was discovered on the central lower eyelid without margin involvement (Figure,  A) . At one lateral end, the tumor had acquired a flakier surface. Because of this transformation, the growth was excised and submitted for histopathologic examination.
The specimen was received fixed in formalin. It measured 0.8 × 0.5 × 0.3 cm. Microscopic examination revealed a classic-appearing hyperkeratotic SK with many pseudohorn cysts (Figure, B and inset) . A proliferation of neoplastic squamous cells originated from one lateral end, pushing down into the dermis (Figure, B) Discussion | Seborrheic keratoses are familiar to dermatologists, ophthalmologists, and general practitioners. They are well delineated, elevated, and often dark. Microscopically, they are basaloid proliferations with varying numbers of squamous cells admixed. Keratin-filled pseudohorn cysts are a prominent feature. 1 The origin of SKs is still disputed.
1
Malignant transformation of an SK is most likely to occur in the head and neck region, 3 where clinically classicappearing SKs have been described to harbor SCC in situ in as many as 1.4% of cases. 4 The most common malignant tumor found in association with an SK is basal cell carcinoma, which was reported to occur in 43 of 54 malignant neoplasms associated with SKs (80%) (vs 11% for SCC in situ). 5 Invasive SCC is very rarely seen arising in SK. 2, 3, 5 There has been some debate regarding whether malignant tumors in fact arise from the SKs or whether there is instead a collision between 2 separate lesions. In this case, the malignant tumor was directly contiguous with and appeared to have originated from the SK. Likely, if SCC indeed arises from the SK itself, it does so from the eosinophilic spinous cell population around the pseudohorn cysts.
Sebaceous carcinoma is a diagnosis to consider while viewing clear cell change in an eyelid tumor. The presence of intracellular lipid, however, can be excluded with oil red O, adipophilin, or androgen receptor staining. Furthermore, location away from the eyelid margin (and the meibomian and Zeis glands) makes sebaceous carcinoma less likely. A true clear cell carcinoma of the ocular adnexa 6 does not contain lipid, mucin, or glycogen as the source of the cytoplasmic vacuolization. In our case, cellular glycogen content was disclosed using predigestion with diastase and staining with periodic acid-Schiff, which abolished cytoplasmic positivity. The lesion discussed herein reinforces the need to consider histopathologic examination of any lesion that is surgically excised, even if the clinician feels certain that it is benign. Anna M. Stagner, MD Frederick A. Jakobiec, MD, DSc Mami A. Iwamoto, MD
